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TI Tumor-cell number and viability as quality and efficacy parameters of 

autologous virus-modified cancer vaccines in patients 

with breast or ovarian cancer. 
AU Ahlert, T.; Sauerbrei, W.; Bastert, G.; Ruhland, S.; Bartik, B.; 

Simiantonaki, N.; Schumacher, J.; Haecker, B.; Schumacher, M. ; 

Schirrmacher, V. [Reprint author] 
CS Deutsches Krebsforschungszentrum, Abteilung 710, Im Neuenheimer Feld 280, 

69120 Heidelberg, Germany 
SO Journal of Clinical Oncology, (1997) Vol. 15, No. 4, pp. 1354-1366. 

CODEN: JCONDN. ISSN: 0732-183X. 
DT Article 
LA English 

ED Entered STN: 22 May 1997 

Last Updated on STN: 22 May 1997 

AB Purpose: We investigated quality and efficacy criteria of an autologous, 
physically and immunologically purified, Newcastle disease virus 
(NDV) -modified, irradiated tumor-cell vaccine (ATV-NDV) by analyzing three 
independent cohorts (a through c) of patients vaccinated between 1991 and 
1995. Materials and Methods: Included were 63 patients with primary 
breast cancer (a), 27 with metastatic pretreated breast cancer (b) , and 31 
with metastatic pretreated ovarian cancer (c) . In addition to vaccine, 
cohorts b and c received nonspecific immunotherapy as supportive 
treatment. After cryoconservation and purification, the vaccines varied 
in applied numbers of viable cells and dead cell contaminations. We 
retrospectively hypothesized that an immunogenic vaccine should contain at 
least 1.5 times 10-6 viable tumor cells and viability should be at least 
33%. Each cohort was thus divided into two groups: one that received 
vaccine type A (A) , fulfilling both criteria; and the other type B (B) , 
missing one or both criteria. Results: Conventional prognostic factors 
were well balanced between A and B in cohorts a and c. In cohort a, there 
was a benefit in survival (P = .026) and disease-free survival (P = .089) 
for A. In addition, in cohort a, the relative risk of dying in the group 
that received A as compared with B was 0.2 (univariate Cox model) . There 
were also survival trends in favor of A versus B (P = .18 and P = .09, 
respectively) in cohorts b and c, with relative risks of 0.5 and 0.42, 
respectively. In cohort b, the survival benefit could not be ascribed to 
vaccine quality alone, because of prognostic imbalance in favor of A. 
Conclusion: In cohort c, like in cohort a, the survival benefit or A may 
be ascribed to the ATV-NDV vaccine quality, since prognostic factors were 
not biased. This could imply clinical effect ivity in breast and ovarian 
cancer with ATV-NDV high-quality vaccine. Furthermore, the data provide 
clinically relevant information for standardization and quality control of 
autologous tumor-cell vaccines. A randomized study is urgently needed. 

CC Cytology - Human 02508 

Biochemistry studies - General 10060 
Pathology - General 12502 

Reproductive system - General and methods 16501 
Pharmacology - General 22002 
Neoplasms - General 24 002 
IT Major Concepts 

Biochemistry and Molecular Biophysics; Cell Biology; Oncology (Human 
Medicine, Medical Sciences) ; Pathology; Pharmacology; Reproductive 
Sy s t em ( Repr oduc t i on ) 
IT Miscellaneous Descriptors 

AUTOLOGOUS VIRUS -MODIFIED CANCER VACCINE; BREAST CANCER; NEOPLASTIC 



DISEASE; NUMBER; ONCOLOGY; OVARIAN CANCER; PATIENT; PHARMACOLOGY; 
REPRODUCTIVE SYSTEM DISEASE/FEMALE; TUMOR CELL; VIABILITY 
ORGN Classifier 

Hominidae 86215 
Super Taxa 

Primates ; Mammal ia ; Vertebrata ; Chordata ; Animal ia 
Organism Name 

human 
Taxa Notes 

Animals, Chordates, Humans, Mammals, Primates, Vertebrates 

L9 ANSWER 2 OF 4 BIOSIS COPYRIGHT (c) 2005 The Thomson Corporation on STN 
AN 1994:113181 BIOSIS 
DN PREV199497126181 

TI Active specific immunotherapy: A new modality of cancer treatment 
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AU Schirrmacher , V . 
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Neuenheimer Feld 280, D-69120 Heidelberg, Germany 
SO Onkologie, (1993) Vol. 16, No. 5, pp. 290-296. 

CODEN: ONKOD2. ISSN: 0378-584X. 
DT Article 
LA English 

ED Entered STN: 14 Mar 1994 

Last Updated on STN: 14 Mar 1994 

AB This review deals with active specific immunotherapy (ASI) - a type of 
cancer immunotherapy which involves the use of cancer 
vaccines for active immunization of cancer patients. It starts 
with theoretical foundations, then summarizes preclinical data from animal 
models and then presents and discusses clinical observations from 
respective immunotherapy trials. Based on new insights into T-cell 
stimulation (two-signal activation) and on own experience in immunological 
cancer rejection in metastasizing animal tumor models, we propose for ASI 
studies the use of a two-component cancer vaccine for postoperative active 
immunization. As a specific component, we use intact, viable, 
radiation-inactivated autologous tumor cells, which should represent the 
closest match to a patient's own cancer. If this is not possible, cells 
from allogeneic corresponding tumors or from homologous tumor cell lines 
could be used. As a second nonspecific component, we have good experience 
with a virus, the Newcastle Disease Virus (NDV) , which can easily attach 
to the cells of the vaccine to facilitate the delivery of costimulatory 
signals to tumor-reactive T cells. Clinical experience with ASI and 
variables of potential importance for the design of cancer 
vaccines are also reviewed. 
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SPRING HARBOR LABORATORY PRESS: PLAINVIEW, NEW YORK, USA. ILLUS. 
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TI DESIGN OF A VIRUS-MODIFIED AUTOLOGOUS TUMOR VACCINE FOR ACTIVE-SPECIFIC 

IMMUNOTHERAPY OF CANCER METASTASIS. 
AU SCHIRRMACHER V [Reprint author] ; VON HOEGEN P; AHLERT T; 

HEICAPPELL R 
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AB Effective anti-metastatic therapy was achieved in a mouse tumor model by 
combining surgery with post -operative immunotherapy using virus -modified 
autologous tumor cells. No therapeutic effect was observed when using the 



non-modif ied autologous tumor ESb for immunotherapy, which is only weekly 
immunogenic and highly metastatic. The viral modification was achieved by 
infecting the tumor with an avirulent strain of Newcastle Disease Virus 
(NDV) , which led to expression of viral antigens and to an increase in the 
tumor cells' immunogenicity . Parameters which were of decisive influence 
for success or failure of therapy were the time of operation of the 
primary tumor, the dose of tumor cells and virus and the protocol and 
route of vaccination. We will report on the underlying mechanism of 
induction of protective anti-tumor immunity and on our ongoing efforts to 
transfer this type of cancer vaccine into the clinic. For application in 
cancer patients live virus-modified autologous cancer 
vaccines are prepared by first isolating intact single cells from 
fresh operation specimens, by inactivating these by 200 Gy and infecting 
them with an avirulent strain of NDV as worked out in the animal tumor 
model. We have observed that in the majority of cancer patients (colon 
cancer, mammary carcinoma, hypernephroma and melanoma) positive delayed 
type hypersensitivity skin responses can be elicited at the site of 
vaccine application. 
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Allergy 35500 

Medical and clinical microbiology - Virology 36006 
IT Major Concepts 

Blood and Lymphatics (Transport and Circulation) ; Immune System 
(Chemical Coordination and Homeostasis) ; Microbiology; Pharmacology; 
Surgery (Medical Sciences) ; Tumor Biology 
IT Miscellaneous Descriptors 

MOUSE EPSTEIN BARR VIRUS NEWCASTLE DISEASE VIRUS POSITIVE DELAYED' TYPE 
HYPERSENSITIVITY VACCINATION POST- OPERATIVE ANTINEOPLASTIC -DRUG THERAPY 
ORGN Classifier 

Herpesviridae 03115 
Super Taxa 

dsDNA Viruses; Viruses; Microorganisms 
Taxa Notes 

Double-Stranded DNA Viruses, Microorganisms, Viruses 
ORGN Classifier 

Paramyxoviridae 03503 
Super Taxa 

Negative Sense ssRNA Viruses; Viruses; Microorganisms 
Taxa Notes 

Microorganisms, Negative Sense Single-Stranded RNA Viruses, Viruses 
ORGN Classifier 

Muridae 86375 
Super Taxa 

Rodentia; Mammalia; Vertebrata; Chordata; Animalia 
Taxa Notes 

Animals, Chordates,- Mammals, Nonhuman Vertebrates, Nonhuman Mammals, 
Rodents, Vertebrates 
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TI EXPERIMENTAL STUDIES TO THE IMMUNOTHERAPY OF CANCER METASTASES. 
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STN 
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POTENTIATION OF TUMOR- SPECIFIC CYTOLYTIC T CELLS ACTIVITY VIA INDUCTION OF 
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TI EQUIVALENCE OF HUMAN AND MOUSE CD4 IN ENHANCING ANTIGEN RESPONSES BY A 
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TI ACTIVE SPECIFIC IMMUNOTHERAPY WITH TUMOR VACCINES COMPOSED TO AUTOLOGOUS 
TUMOR CELLS MIXED WITH NEWCASTLE DISEASE VIRUS EXPERIMENTAL AND FIRST 
CLINICAL STUDIES. 
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TI SUCCESSFUL APPLICATION OF NON-ONCOGENIC VIRUSES FOR ANTI METASTATIC CANCER 
IMMUNOTHERAPY. 

L10 ANSWER 42 OF 49 BIOSIS COPYRIGHT (c) 2005 The Thomson Corporation on 
STN 
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